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1. W Claims 



. t Of the above, claims 



//- I <o 



. are pending In the application. 



2. □ Claims . 

3. □ Claims,. 

4. [Q^CIalms. 

5. □ Claims. 
«. □ Claims, 



„ are withdrawn from consideration 



_ have been cancelled. 



. are allowed. 
. are refected. 
. are objected to. 



. are subject to restriction or election requirement. 



7. □ This application has been filed with Informal drawings under 37 C.F.R. 1.65 which are acceptable for examination purposes. 
•■ □ Formal drawings are required In response to this Office action. 



9. □ The corrected or substitute drawings have been received on 
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1. The amendment filed 8/2/93 has been entered. The 
arguments filed 8/2/93 have been carefully considered and have 
been found persuasive. Thus, the previous rejections made under 35 
U.S.C. 102 and 103 have been withdrawn. 

2. Claim 1 is objected to because of the following 
typographical error: 

In line 24 of this claim -(0)4-R should be -(0) r -R 

3. The following is a quotation of the appropriate 
paragraphs of 35 U.S.C. § 102 that form the basis for the rejections 
under this section made in this Office action: 

"A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or 
patented or described in a printed publication in this or a foreign 
country, before the invention thereof by the applicant for a patent." 

4. The following is a quotation of 35 U.S.C. 103 which forms 
the basis for all obviousness rejections set forth in this Office action: 

A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the 
prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall 
not be negatived by the manner in which the invention was made. 

Subject matter developed by another person, which qualifies as prior 
art only under subsection (f) and (g) of section 102 of this title, shall not 
preclude patentability under this section where the subject matter and 
the claimed invention were, at the time the invention was made, owned 
by the same person or subject to an obligation of assignment to the same 
person. 
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5. Claims 1-3, 6-8, 17-18, 22, and 27-28 are rejected under 
35 U.S.C § 102 (a) as being anticipated Gansow (U.S. Pat. No. 
4,824,986). 

Applicants claims include DTPA derivatives wherein the Z 
substituents may be H or alkyl (when m, q, k, n, 1, and r are all 0). 
Gansow teaches DTPA derivatives with various side chains. In 
column 3, lines 67-68 Gansow states "Preferred side chains include 
straight chain alkanes, benzyl, and phenylethylene." Thus, Gansow 
teaches Applicant's claimed compounds whenever one of the pendant 
Z groups is a straight chain alkane. 

6. Claims 1-10 and 17-32 are rejected under 35 U.S.C. 103 
as being unpatentable over Berg et al. (U.S. Pat. No. 5,198,208 or EP 
299,795) in view of either Gansow (U.S. Pat. No. 4,824,986) or.Gries 
et al. (EP 263,059). 

7. Berg et al. discloses DTPA derivatives "particularly useful 
for the preparations of diagnostic and therapeutic agents for 
magnetic resonance imaging, scintigraphy, ultrasound imaging, 
radiotherapy and heavy metal detoxification" (Abstract). The 
compounds of the Berg et al. invention contain pendant groups 
designated Ri which correspond to Applicant's Z substituents. 
Applicant's attention is drawn to the compounds listed in columns 
14-16 and particularly to the structure IK in column 16. Berg et al. 
teach in the Abstract that Ri may be a hydrogen atom, a 
hydroxyalkyl group, or an optionally hydroxylated alkoxy or 

alkyl oxy group. In column 3, lines 39-50, Berg et al. discusses the 
metal ions to which the chelate can complex: "It is. ..particularly 
preferred that the number of the ion-forming groups X in the 
compounds of formuls I be chosen to equal the valency of the metal 
species to be chelated by the compound of formula I. Thus, for 
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example, where Gd(III): is to be chelated, the chelating agent of 
formula I preferably contains three ion-forming X groups...." 
Although Berg et al. disclose pendant alkyloxy substituents, they do 
not mention benzoxy substituents such that a benzyl group would be 
substituted for an pendant alkyl group of their invention. 

Gansow discloses metal chelate protein conjugates useful for 
tumor imaging and therapy. In column 3, lines 13-33 Gansow 
teaches that any of the art recognized chelates such as EDTA, DOTA, 
or DTP A may be used in the invention. In the following paragraph 
Gansow addresses substitutions on these chelates, and in the very 
last sentence Gansow states "Preferred side chains include straight 
chain alkanes, benzyl, and phenylethylene." Metals disclosed in this 
invention include "Any suitable metal. ..including metals which 
exhibit paramagnetism, metal which are fluorescent, and metals 
which are radioactive. Representative paramagnetic metals include 
gadolinium..." (col. 5, lines 15-17). Substituting benzyl groups for the 
alkyl groups of Berg et al. would have been obvious to a person of 
ordinary skill in the art since Gansow teaches benzyl side chains on 
DTPA-Gd complexes for use in diagnostic imaging and cancer therapy 
and because Gansow discloses the equivalence of alkyl and benzyl 
side chains on DTPA-type ligands. 

Similarly, Gries et al. also disclose DTPA derivatives with 
pendant R 1 groups which correspond to Applicant's Z substituents. 
Applicant's attention is directed to Formula I and the Abstract. Gries 
et al. teaches in the Abstract that R 1 can be alkyl groups, phenyl 
groups, and benzyl groups. Possible metals to which the ligands of 
Gries et al. can complex are discussed on page 2 and include metals 
with atomic numbers of 21-29, 31, 32, 38, 39, 42-44, 49, and 57-83 
which are useful for diagnostic purposes. Thus, since Gries et al. and 
Berg et al. both teach DTPA derivatives which complex with Gd and 
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which are used for diagnosis, it would have been obvious to a person 
of ordinary skill in the art to modify the invention of Berg et al. by 
substituting a benzyl group for an alkyl group in the ligand's side 
chain. Also, since Gries et al. teach the equivalence of alkyl and 
benzyl groups as side chains, it would be readily obvious that the 
substitution could be made in order to obtain a DTPA derivative with 
a pendant benzyloxy group. 

8. Applicant's arguments filed 8/2/93 with regard to the 
Berg et al. reference have been considered but are deemed moot in 
view of the new grounds 1 of rejection. 

9. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Examiner 
Lara Chapman whose telephone number is (703) 308-0450. Any 
inquiry of a general nature or relating to the status of this 
application should be directed to the Group receptionist whose 
telephone number is (703) 308-0511. 
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